Abstract
Behcet's disease is a multisystemic disease affecting most organs. Although a tendency towards an association with a certain genetic type and with HLA-B51 is suspected, the incidence of several siblings with Behqet's disease in a single family is rare. A family, in which three sisters were affected with Behqet's disease, uveitis being the most severe manifestation, was studied. In this family all siblings were B51 positive. Only the female siblings, however, with a positive identical HLA phenotype: A2, All, B51, B44, Cw6, Cw5, DR4, DRwl3, DRw53, DRw52, DQw7, DQw6, developed the disease symptoms, whereas none ofthe male siblings was affected. ( The patient's three brothers (114, II-5, and I1-6, aged 34, 31, and 25 respectively) were symptom free. Repeated physical and ocular examination of the three brothers every six months did not show any symptoms of Behqet's syndrome. HLA phenotypes were 11-4: A3, All, B51, B44, Cw5, DRw13, DRw52, DQw6; 11-5: A3, Al, B51, B8, DRwI3, DR3, DRw52, DQw6, DQw2; and 1-6: A2, Al, B51, B8, Cw6, DR4, DR3, DRw53, DRw52, DQw7, DQw2.
The patient's father (I-1, aged 65) was also symptom free. HLA phenotype was A2, A3, B51, Cw6, DR4, DRwI3, DRw53, DRw52, DQw7, DQw6.
The patient's mother (I-2, aged 62) had a history of oral ulcers but no other symptoms of Behcet's disease. HLA phenotype was Al, All, B8, B44, Cw5, DR3, DRwI3, DRw52, DQw2, DQw6.
Discussion
In this study the three sisters of the family (patients II-1, 11-2, and II-3) had complete Behcet's syndrome.' The proband's mother (1-2) had one of the four major symptoms of the disease: recurrent oral ulcers, but no other symptoms were reported. The rest of the family were free from symptoms. A familial incidence of Behqet's syndrome has been rarely reported in different ethnic groups. '6 In this family it is remarkable that only the female siblings were affected, all of them with complete Behcet's syndrome including severe uveitis, though it has been reported that uveitis is more prevalent in men.7 Because of the severe ocular disease, patient II-2 required extended cyclosporin A treatment. '5 In our familial study the affected patients have identical HLA typing sharing both haplotypes, whereas the non-affected siblings share only one maternal (II-4), paternal (11-6), or no (II-5) haplotype of their sisters. These results support the hypothesis that different HLA linked genetic factors may contribute to the onset of the disease. In this family all siblings are HLA-B5 1, as the father is homozygous B5 1. However, this disease only affected female siblings who had the haplotype A2, B5 1, Cw6, DR4, DRw53, DQw7. The father (I-1) and one brother (II-6) also had this haplotype, but they had no clinical symptoms of Behqet's syndrome.
The particular involvement of female subjects might be related to hormonal factors or to the inclusion of the maternal haplotype All, B44, Cw5, DRw13, DRw52, DQw6. This haplotype or the presence of the antigen HLA-B44 might be associated with the presence of oral ulcers in the mother. Although we cannot establish a particular HLA gene, our findings lend support to the suggestion that the association of Behqet's disease with certain HLA antigens3 is multifactorial.
